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Remarks/ Arguments 

The present amendment provides amendments to claims 32-34, 40, 45, 46 and 97; and 
replacement drawings. Claims 32, 33, 45 and 46 were amended to express the provided generic 
structure using a format indicating different variables by X, and then providing the possible X 
substituents. Claims 33, 34, 40 and 97 were amended to clarify that the plurality of peptides 
comprises different peptides, wherein the different peptides each comprise a different amino acid 
sequence within the generic structure of SEQ ID NO: 39. The amendments to the claims are 
intended to clarify the claims and not to narrow claims. 

35 USC§ 112, First Paragraph (New Matter) 

Claims 33, 35-38, 40, 43-44 and 97-98 stand rejected as allegedly containing subject 
matter not sufficiently described in the specification. The rejection refers to prior amendments 
made to claims 33, 35, and 40; and indicates that the specification does not teach compositions 
containing mixtures of peptides or whether a single or different types of excipient(s) will be 
pharmaceutically acceptable with the different (108) peptide sequences. The rejection is 
respectfully traversed. 

Claim 33 was amended to more clearly indicate that the plurality of peptides comprises 
different peptides, wherein the different peptides comprise a different amino acid sequence 
within the SEQ ID NO: 39 genus. Support for claim 33 can be found, for example, in the 
substitute specification on pages 22, line 10 to page 23, line 2. 

Claim 35 provides different preferred peptides that are present in the mixture. Support 
for claim 35 can be found, for example, in the substitute specification on pages 23, lines 4-9 and 
in original claim 35. 

Claim 40 was amended to more clearly indicate that each of the different peptides 
provided by claim 33 consist of said sequence and a hepatitis C virus E2NS1 protein with the 
peptide in the HVRl position. Support for the amendment can be found, for example, in the 
substitute specification on page 19, line 20 to page 20, line 2. 

The application provides guidance on the use of individual peptides and a mixture of 
different peptides in a composition, including a pharmaceutical composition. Such guidance is 
provided, for example, in the substitute specification on pages 41 to 45. Pharmaceutical 
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compositions of peptides and mixtures of peptides are referred to, for example, in the substitute 
specification on page 45, lines 12-22. 

35 use § 112, Second Paragraph (Definiteness) 

Claims 32-38, 40, 43-46 and 97-99 stand rejected as allegedly indefinite. The office 
action indicates that the differences between claims 32 and 33 are not clear; suggests claiming 
the peptides using the full formula of the peptide sequence; and that claims 45 and 46 are 
confusing and appear to be contradictory with the specification and preceding claims. The 
rejection is respectfully traversed. 

Claims 32, 33, 45 and 45 were amended to describe the generic amino acid sequence 
using a format along the lines suggested by the examiner. The employed format indicates 
different positions where the amino acid is selected from a group of specified amino acids. 
Claim 32 is directed to a mixture of 108 different peptides, where each of the peptide comprises 
a different amino acid sequence within the SEQ ID NO: 39 genus. Claim 33 is directed to a 
composition comprising a plurality of different peptides, wherein the different peptides 
comprises an amino acid sequence within the SEQ ID NO: 39 genus. 

Some of the apparent confusion concerning claims 45 and 46 may be due to the original 
restriction requirement providing a group characterized as peptide mixtures, but containing both 
mixture and peptide claims, followed by subsequent responses and office actions. The 
restriction requirement is discussed below. 

The application provides for different aspects directed to individual peptides and 
mixtures. (See, for example, the substitute specification at page 22, lines 14-18.) Claim 45 is 
directed to a peptide falling with the SEQ ID NO: 39 genus. The SEQ ID NO: 39 genus 
generically covers different peptides. Claim 45 is a claim to a peptide itself that need not be part 
of a mixture. 

Claim 46 is directed to a genus of Formula I (SEQ ID NO: 1). The SEQ ID NO: 39 
genus is a species (or subgenus) of SEQ ID NO: 1. 
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35 use § 102 (anticipation) and 103 (obviousness) 

Based on Puntoriero et al (The EMBO Journal Vol. 17, No. 13, page 3521) claims 46 and 
99 stand rejected as allegedly anticipated and claims 32-38, 40, 43-45, 97 and 98 stand rejected 
as allegedly obviousness. These rejections are respectfully traversed. 

The present application claims priority under 35 USC § 1 19 to a foreign application filed 
prior to Puntoriero et al. The priority application was filed May 19, 1998. Enclosed is the table 
of contents for Puntoriero et al. EMBO Journal Vol. 17, No. 13, providing a publication date of 
July 1998. 

Restriction Requirement 

Applicants request clarification or confirmation of the status of the original restriction 
requirement. It is applicants understanding that claims 32-38, 40, 43-46 and 97-99 are under 
examination as part of the elected Group II. Group II contains claims directed to a mixture of 
polypeptides (claim 32-38, 40, 43 and 44) and polypeptides falling within Formula II (claim 45). 
In addition, claim 46 providing a generic claim that encompasses the elected species (Formula 
II) is under examination. Claims 47-57 are currently withdrawn from prosecution as non-elected 
species within Group II. 

Applicants understanding is based on the original restriction requirement provided June 
4, 2001 and subsequent actions. The original restriction requirement included Group II claims 
32-57, which was characterized as drawn to a mixture of peptides obtainable fi-om a library, and 
the following different species under Group II: (A) Formula II or in composition form; (B) 
fiision composition; and (C) pharmaceutical composition. Applicants elected Group II, species 
A, and indicated that then pending claims 32-38 read on the elected species. (Response dated 
July 5,2001.) 

Subsequently in an office action dated May 3, 2002, claims 46-57 and subject matter not 
drawn to Formula II were indicated to be withdrawn fi-om prosecution. The remaining claims 
under examination (claims 32-45) included both mixture claims and polypeptide claims. 

In a response dated August 2, 2002, applicants requested that claim 46 also be examined 
in the present application. Claim 46 is directed to a polypeptide of Formula I, which generically 
covers the elected species (Formula II). 
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Accordingly the claims are in condition for allowance. Please charge deposit account 13- 
2755 for fees due in connection with this amendment. If any time extensions are needed for the 
timely filing of the present amendment, applicants petition for such extensions and authorize the 
charging of deposit account 13-2755 for the appropriate fees. 

Respectfully submitted, 
By 

Sheldon O. Heber 
Reg. No. 38,179 
Attorney for Applicant 

Merck & Co., Inc. 
P.O. Box 2000 

Rahway, New Jersey 07065-0907 
(732) 594-1958 



13 



i 



Contents 

EMBO MEMBER'S REVIEW 
Transducing Hedgehog: the story so far 



The EMBO Journal 

Volume 17 number 13 July 1, 1998 

P.W.Ingham 



3505 



ARTICLES 

Potent enzyme inhibitors derived from dromedary 
heavy-chain antibodies 



Towards a solution for hepatitis C vims 
hypervariabOity: mimotopes of the hypervariable 
region 1 can induce antibodies cross-reacting with a 
large number of viral variants 

Direct link between cytokine acti\ity and a catalytic 
site for macrophage migration inhibitory factor 

Elongation and clustering of glycosomes in 
Trypanosoma brucei overexpressing the glycosomal 
PexUp 

Yeast PKA represses Msn2p/Msn4p-dependent gene 
expression to regulate growth, stress response and 
glycogen accumulation 

Fizzy is required for activation of the APC/cyclosome 
in Xenopus egg extracts 

Bax-mediated cell death by the Gax homeoprotein 
requires mitogen activation but is independent of cell 
cycle activity 

p53 facilitates pRb cleavage in IL-3-deprived cells: 
novel pro-apoptotic activity of p53 

Aut2p and Aut7p, two novel microtubule-associated 
proteins are essential for delivery of autophagic 
vesicles to the vacuole 

The ubiquitin-conjugating enzyme Pex4p of 
Hansenula polymorpha is required for efficient 
functioning of the PTSl import machinery 

Identification of novel stress-induced genes 
downstream of chop ^ 

PrlA4 prevents the rejection of signal sequence 
defective preproteins by stabilizing the SecA-SecY 
interaction during the initiation of translocation 

Overlapping functions of components of a bacterial 
Sec-independent protein export pathway 

A glutamic finger in the guanine nucleotide exchange 
factor ARNO displaces Mg*'*' and the ^phosphate to 
destabilize GDP on ARFl 

Statl combines signals derived from IFN-y and LPS 
receptors during macrophage activation 

Regulation of eosinophil-specific gene expression by a 
C/EBP-Ets complex and GATA-1 

Transcription elongation factor P-TEFb mediates Tat 
activation of HFV-l transcription at multiple stages 



M.Lauwereys, M.Arbabi Ghahroudi, A.Desmyter, 3512 
J.Kiniie, W.Hoizer, E.De Genst L.Wyns and 
S.Muyldermans 

G.Puntoriero, A.MeoIa, A.Lahm, S.Zucchelli, 3521 
B.B.Ercole, R.Tafi, M.Pezzanera, M.U.Mondelli, 
R.Cortese, A.Tramontano, G.Galfre* and 
A.Nicosia 

M.Swope, H.-W.Sun. P.R.Blake and E.Lolis 3534 



P.Lorenz. A.G.Maier, E.Baumgart, R.Erdmann 3542 
and C.Clayton 

A.Stnith, M.P.Ward and S.Garreit 3556 



T.Lorca, A.CasU-o, A. -M.Martinez, S.Vigneron, 3565 
N.Morin, S.Sigrist, CLehner, M.Doree and 
J.-C.Labbe 

H.Perlman, M.Sata, A.Le Roux, T.W.Sedlak, 3576 

D. Branellec and K.Walsh 

E. Gottlieb and M.Oren 3587 



T.Lang, E.Schaeffeler, D.Bemreuther, 3597 
M.Bredschneider, D.H.Wolf and M.Thumm 



LJ.van der Klei/.R.E.Hilbrands, J.A.K. W.Kiel, 3608 
S.W.Rasmussen,'J.M.Cregg and M.Veenhuis 

X.-Z.Wang, M.Kurodk, J.Sok, N.Batchvarova, 3619 
R.Kimmel, RChung, H.Zinszner and D.Ron 

J.RW.van der Wolk, RFekkes, A.Boorsma. 3631 
J.L.Huie, T.J.Silhavy and A.J.M.Driessen 

F.Sargent, E.G.Bogsch, N.R.Stanley, M.Wexler, 3640 
C.Robinson, B.C.Berks and T.Palmer 

S.Beraud-Dufour, S.Robineau, RChardin, S.Paris, 3651 
M.Chabre, J.Cherfils and B.Antonny 



P.Kovarik, D.Stoiber, M.i^ovy and T.Decker 3660 



K.M.McNagny, M.H.Sieweke, G.Doderlein, 3669 
T.Graf and C.Nerlov 

Q.Zhou, D.Chen, E.Pierstorff and K.Luo 3681 



BEST AVAILABLE COPY 



Adoo anaviivAV iS39 



Contents 



(continued) 



A specialized form of RNA polymerase I, essential 
for initiation and growth-dependent regulation of 
rRNA synthesis, is disrupted during transcription 

Molecular mechanism of polyhomeotic activation by 
Engrailed 

Hoxa9 transforms primary bone marrow cells 
through specific collaboration with Meisla but not 
Pbxlb 

Processing of a dicistronJc small nucleolar RNA 
precursor by the RNA endonuclease Rntl 

Depletion of yeast RNase III blocks correct U2 
3' end formation and results in polyadenylated but 
functional U2 snRNA 

The snoRNA box C/D motif directs nucleolar 
targeting and also couples snoRNA synthesis and 
localization 

X bar minigene-mediated inhibition of protein 
synthesis involves accumulation of peptidyl-tRNA 
and starvation for tRNA 

Identification of a sequence element immediately 
upstream of the polypurine tract that is essential for 
replication of simian immunodeficiency virus 

The same two monomers within a MuA tetramer 
provide the DDE domains for the strand cleavage 
and strand transfer steps of transposition 

DNA ligase I is recruited to sites of DNA replication 
by ian interaction with proliferating cell nuclear 
antigen: identification of a conunon targeting 
mechanism for the assembly of replication factories 

Author index 

Instructions to authors 

EMBO Courses and Workshops 1998 

Situations vacant/Announcements 

k 

A table of contents and abstracts of all articles in this issue 
Awareness Service on the World Wide Web at the address: 



The EMBO Journal 

Volume 17 number 13 July 1, 1998 

RMilkereil and H.Tschochner ^^^2 



N.Serrano and F.Maschat ^704 

E.Kroon, J.KrosL U.Thorsteinsdottir. S.Baban, 3714 
A.M.Buchberg and G.Sauvageau 

G.Chanfreau, G.Rotondo. RLegrain and 3726 
AJacquier 

S.Abou Eleia and M.AresJr 3738 



D. A.Samarsky. M.J. Foamier, R.H.Singer and 3747 

E. Bertrand 

J. Hernandez-Sanchez. J,G-Valadez, J.V.Herrera. 3758 
C.Ontiveros and G.Guameros 

RO.Ilvinskii and R.C.Desrosiers 3766 



S.-Y.Namgoong and R.M.Harshey 3775 



A.Montecucco, R.Rossi, D.S.Levin, R.Gary, 3786 
M-S-Park, T.A.Motycka, G.Ciarrocchi, A. Villa, 
G.Biamonti and A.E.Tomkinson 

3796 



are available as part of the Oxford University Press Journals 
http://www.emboj.org/ 



Page charge increase 

Please note that papers published after I January 1998 which are longer than 6 printed pages will be subject to a page 
charge of £110/$187 for each additional page. 



Cover Evidence for RNA-based life on Mars? This picture was obtained in 1996 by the BARGAIN (Bay Area Research Group on 
Alien Invaders) whose members include Guillaume Chanfreau (now at the CNRS-lnstitui Pasteur, Pans), and Cathy Collms. Kent 
Duncan, Amy Kjstler and Maki Inada (graduates of the University of California). Shown is an autoradiogram of glow m the dark 
aliens discovered in the Parnassus Heights area of San Francisco. Soon after autoradiography the specimens were accidentally 
destroyed, eiiminatine any hope of drawing further conclusions regarding their origin and the composiuon of genetic matenal. 



BEST AVAILABLE COPY 



